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This rqxnl it the international |)reliminary examinalion re|>nrt. established hy this lAcmalional Preliminary Examining Atahorily 
under Arliric ^5 and transmitted to the a|iplir.int ncrording lo Article Mi. 



This KIilH>RT consists ol a total of 



sheets, inclndin; this ct<ver sheet. 



sheds, as fulluu s: 



This rc|iort Is .ilso accompanied hv ANNHXKS. comiirisinp: 

tvnt to iht u;yi/iVdii( aiut tn thf hili'fikilioiutl Htnvuu) a loAal of ^ 

□ sheets of the <1escri|Hion. claims anil/or drawings which have hrvn amented and arc the basis lor this iv|>ori and/or 
shells containing a'ctincations aulhurizcd hy this Amhorily (sec Rule 70 Id ami Scciinn fi(l7 of the Adniinistralin- 
Instruetionsl 



n 



sheets which su|)crsede earlier sheels, hut which this Aulhorily ron:aders foniain an amendment thai g<ws beyond 
the disclosure in the international a|iplicatian as Tiled, as indii-ated in Hem 4 of Box No. I and the Sii|iplement.il 
Box. 



[icni III lAc liufmaiimal Aiimiu <»i/r) a total of lindicately|ie and number of electronic cairicitsli 

1 Disc 



. containing a sequence listing and/or lahio 

related Ihereto. in computer readable form only, as indicated in the Sif i|ileniental Box Relating to SeqiKnce Listing (see 
.Section S02 of the .^dmim.^t^al^\'e Instructions). 



This rc|>orl contains indications relating to xh: following items: 

Ba.'iis of the re|)orl 
Priority 

Non-eslahlishment ofoiiinion with regard lo nonehy. invemitv stqi and industrial applicahilily 
Lack of unity ofinvention 

Reasoned statement under A/lirle .1.^(?l with regard lo novrliy. intrnlivc .slq> or indiislri.il a)>|>licah)lil,r. 
citations and explanations sii|iponing siK'h statement 

Certain dovumems cited 

C'enain defects in the inlernatbnal application 

C'eilain observations on the international application 
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INTERNATIONAL I'RKLIMINARY RKI»ORT ON rATKNTABILlTY 



InliTnalional a|i|ilii'.ilion No 

PCT/JP2004/005152 



B<i\ No. I 



Kavis of Ibv repiirl 



WAh ivearri In Ihi' lanfjuage. Ihis rc|X>rl is huscci on Iht.- iiUcrnalioiul a|>jilii'.ilinn in the hnsmpc in ivhii-h ii was filed, unlets olhcrriviM- 
indicairri iindci this iiim. 



This ivfiort is based on lranslalioni> from xhe criminal lanp lup e inlo the lollowin; 
lan^a^ of a translation runislvd fur ihr |iur|0!irs of: 



This nrjwrt i 
which is the 

EZ] inlcrnalional scarchtRuIr )2..tand23.l(>»l 
I I pti^lii'alion nl the international aivlieation i Kule 12 4) 
I I inlernaiional preliniinary examination (Rule amVor 55.?l 



With repai d to the dements o( the intanaiioiiai appliealion. (his report is based on (riyliieimriil shrrts whiih Auir bi-ni jiirmiihi-il li> lA<' 
rm'/iTOjf ()gire in icqxiiuf In an innuiiion itmlfr Aniclr l-l ure rrferreiS IP in lA/i rc/xin us ~imgimillyjilnl~ imiltirf noi umiiwvtl li> 
ilris ri'iHtn): 

IXI the international a|)plicalion as originallv nirri/fiirnished 
□ the description: 



iwoes _ 
pages* 

I I theelaims: 



as originally filed/furnishrd 



reeeivvd by Ihis Authority on 
rrn-ivvd by Ihis Aiithivily on 



as originally filrd/fiirnishcd 



nos * 
ncis." 
nos.' 



as amenriid (together with any siaienwnli under Artiile 1') 



receiwd hy Ihis Aulhorily on 
recvitvd by this AtiltHwily on 



I I the drawings: 

sheets 

sheets" _ 
sheels* 



as iriginally nicxVfurnishrd 



recti wd by this Authority nn 
retriwd by this Aiithoriiy on 



PsI a sequence listing and/or any related taHeisi - si-e .Siipplemenlal Box Relating to Sequence Listing. 
I I The amendmeMs hiive resulted in Ihe cancellation of: 

□ the dcs(Ti|Hion. |>ages 
I I the claims, nos. 

□ thf drawings, sheels/figs ^ 



»hc sequence listing fsftrrify): 



□ 

□ any tablets) related to scqiicm-e li.«ing (simij'r): 



□ This rc|xnl has been established as if isnme of) the amrndinents annexed lo Ihis rqmrt and listed hclow hiid not been m.ide. since 
ihey haw been considered lit fo beyond Ihe diselotinv as filed, at indicaled in ihc .Suiiplemeiual Box iRule 7l).2<r)l. 

I I the dcwription. pages 

□ 

the ilnims. nos. 

the (irau ings. sheets/fiiis 

□ the sequence listing {spreify): 

I I any tablets) related lo sequence listing fs;wr//.v^ 
Ifiifin -I opit/ifs. iitme or all rl'lhose shrrtt ma\ br nuirkrd •.tiipfrsft/f A " 
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INTERNATIONAL PRELIM INAKY REPORT ON I'ATCNTABlI.m' 



Inlrriutioiul .ipplicalion No 

?CT/ JP2004/G05152 



lt<i\ No. >' Kcastincd idalciiicnt under Anidc 3S(2) with rccard lu not'cll.v. invcniivr tsp ur indu.slrial appUniliUil}-: 

dlalltfiw and cxplanalloiw aippitrllnB a»rli «iHilfnicnl 

J. SMicnxrnl 

Novell) (N) 

Invenliw sIcpdSl 

Iniiiislrial a|ipll«hilily (lAi 



Claims 1-14 
Claims 



Claims ______ 

Claims 1-14 



Claims 1~14 
Claims 



NO 
NO 
NO 



Cilaiions anri explaiutions iRuk 7l).7) 

Dctcumeni I : Hudson P. J. ct al.. High avidity scl'v muUinieni: diahodics and IriahKMlie^. J Immunol 
MtMhods. J 999. Vol. 231. pages 177-189 

Divumenl 2: Kortl A. A. el al.. Dinieric and trimcric antitxxlies: high avidity scFvs for cancer 
targeting. Biomt>l Eng. 2001 . Vol. 1 8. pages 93-1 08 

Divumeni 3: Xioiig D. ol al., Olficienl inhibition of human B-celJ lymphoma xenografls with an anii- 
CD20 X aiiti-CD3 bispecific dialx^y. Cancer l^tt. 2002. Vol. 1 77. pages 29-.39 

Document 4: Matsuoka H. ei a!.. A novel type of cell deaih of lymphocyles induced by a mooivlonal 
antitHxly without participation of complement. J Hxp Med. 1 9y.*>, Vol. 1X1. pages 2(K)7-2() 1 5> 

Document 5: l-'ayen J. et al.. Negative singalliiig by anii-HLA class 1 antibodies is dependent upon 
two triggering events, hit hiununol. 1998, Vol. 10. pages l.^47-13.*58 

Document 6: Wotdle E. .S. et al.. Ami-human class I MllC aniibiHlies induce apoptosis by a pathway 
that isdisiiiici from the f-as aiiligcii-medialcd pathway. J Inimuno), 1997. Vol. 1.S8. pages 2I.'>6-2I64 

D(X.'umem 7: Tahtis K. et al.. Bitxlistrihulion properties of (1 1 1 )indiuni-labe]ed C-I'unciionalized 
trans-cyclohexyl dielhylenetrianiinepenlaaeeiic acid humanized 3.S193 diahixiy and F(ab'X2) 
constructs in a breast carcinoma xenograft nuxlel. Clin Chancer Res. 2(X)1 . Vol. 7. pages 1061-1072 

Document 8: Rossi E. A. el al.. Development of new niuUivalent-hi.speciric agents for pretargetiiig 
tunwr kicalization and therapy, C^lin Cancer Ites, 2003, Vol. 9. pages 3886S-3896S 

The subject matters of claims 1 -7 do not appear to involve an inventive step in view of 
dcx'umenis 1 -8 cited in the I.S'R. 

Dixnimenls 1 -3 respectively are considered to disclose that efficient crosslinkutg of two 
antigens can be performed by the use of a diabody. Di>cumenls 4-6 respectively are aLso considered 
to disclose that various anti HLA antigens are able to induce apoptosis in various cells (for example. 
T cells and B cells) by cnwslinking with a target cell surface antigen. Furthermore, that a diabixly 
having a given CDR can be prinJuced by using a variable region of a humanized antigen having the 
given CDR inlrtxluced therein had been well known prior to the filing dale of the present application, 
as described in dticunients 7 and 8. 

So. ui the inventions described m documents 4-6. a person skilled in the an could have easily 
ctmceived of attempting to employ the diabtxly described in diKniments 1-3 to achieve efficient 
crosslinking with an antigen on the surface of a largel cell for (he purpose of efficiently inducing 
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IrnernMioiul a|>|ilicaiion No 


INTERNATIONAL I'KELIMLNAKV REI><>RT OS PA TKNTABILITY 


PCT/JP2004/005152 



liox Nil. V Kcasiincd Aaicmrnl under Anidc iS(2) wiili rccani lu ntivdly, invcniivr sirp or induslriul upplu-aliililr; 



yiliilioiis aixl cxplaimliiiiw supportimj wich slalcnienl 

api>pu)sis. 

In so doing, a perst^n skilled in the art could have, as a matter of course, pnxiuced and 
employed a diabody having a CDR derived fn»n> an anii-HLA antigen, since the inventions de.siTibed 
in diKunients 4-6 induce apopiosis by the use of an anti-HLA antigen. In addition, as the anti-ULA 
antigen from which the said CDR is derived, a person skilled in the art could have accordingly 
empK>yed an appn^riale anti-HLA aniijicn selected from a gn>up of aiili-HLA antigens acquired by 
a given well-known technique. 

Therefore, the sub jeei mailers of claims 1 -7 of the present application incorporaling such a 
constitution are not a>nsidered to assure an especially superior clTecl in cytotoxic activity or 
aniiiunK>relYecl lothe inventions described in dix'uments 1-8. 



The subject matters of claims 8-14 do not appear to involve an inventive step in view of 
documents 1-8 cited. 

IZniployiiig the aforesaid diabody for an apoptosis-inducing agent, antitumor medicine, and 
auioimmuiie disease therapeutic ageni is a matter that a person skilled in the art could have easily 
conceived as required. 

In addition, incorporating such a con.siiiuiion into the subject nialters of claims 1-7 of the 
present application is iiol considered to assure an especially superior efleci in cytotoxic activity or 
antitun)orelYect to the inventions described in divuments 1-8 cither. 
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INTKRNATIONAl, PREI-IMINARV KEPOKT ON PATENTABILITY 



lnlcmalinn:il a|i|ilication No. 

PCT/JP2004/005152 



KoxNilVI 



C'crmin diKumcnlK riled 



I. Ccnain iniMished diKiinwnls (Kuli- 711 10) 

Ap|>licalion No. 

Paienl No 

WO 04/033499 Al 
[EX] 



PiibUcalion dale 

f Aaiy/numth/yeOT) 

22.04.2004 



HIing dale 

{i\:iy,''mo nth/year) 

10.10.2003 



Pnorhv dale (valid claim) 



11.10.2002 



Non-«rillcn disflosures iRuIr 7(l.9l 

Kind of non-ivriaen disriosirr 



Dale or non-nriMrn discloairr 
(da)/iHi»;ilAA'<tif> 



Dae of written discloisuiv 
referrin; to non-written disKloure 
(<i^jv/inonthA'nfr> 
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INTERNATIONAL PRELIM INAK^' RKIDRT <)N PATHNTABIMTY 



Intcrnniiorkit apj^Iu'ation So. 

PCT/JP2004/005152 



Siipplvnicniul lliiv Ki'lallnf> In Si'i|ucnrcl.lslln|> 



Conlhuuilion of Hu\ N(t. 1, ilcni 2: 

I Wiih irgniH Hi any nurli-Midc and/or amino arid &x|ucncc disriowd in Ihf imcrnalional a|>|>licalion and neccssiiry In iK,- i lajnu-d invcniion. 
this rr|>on was eaaMished on the hasii: of: 

0. ly|V of malerial 

1^ a xipence Waing 



hlr(!LI it:lalrd in llv a:(|iirni'f lining 
formal of maltrial 

I I in wriliirn formal 

incominiler rradahk- form 
timer of filing/furnishing 

I I ronlaincd in Ihe international a|>|>lication as Tiled 

IXI nietl lugrlhi-r with the internaliniul a|i|>liealinn in rom|Hiler readable form 

I I furnidied nihsequently to this Authority for the (na-iKises of search and/or exaniinalion 

I I rrrriwd hy this Aulhiirily as an amcndnicnt* on 



In addiliun. in Ihr case lhal nwre lh;in unc vnsionor ropy of a s:<|irra.'c listing and/or tahletsi relating thenrto has been Oled w 
furnished, the required statements that the information in tin- subteqiient or additional copies is identical to that in Ihe ap|)liration as 
filed or does not go beyond the a|ipliralion as filed, as ap|irO|malc. were furnished 



Additional romments: 



If item V 111 Box Nil I applies, ihr listing tiiui/or liihlrlsl rrlalfdlherilo. which Jom part of Ihe bavs if' Ihe repoit. iiuiy be iiiurked 
"siijiersetlril " 
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